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AMENDMENT UNDER 37 C.F.R. $ 1.312 

This Amendment under 37 C.F.R. § 1.312 is being filed to physically incorporate the 
structure of formula I and associated definitions from allowed method claim 17 into allowed 
method claims 18 and 20, in place of the reference to formula I. The amendment is for 
purposes of clarification, and does not, and is not intended to, change the substance or scope 
of claims 18 and 20. Entry of this amendment after allowance is therefore believed to be 
appropriate and entry thereof is respectfully requested. 



I-WA/2312429.I 



ATTORNEY DOCKET NO. : 056291-5005-02 
Application No.: 10/698,388 
Page 2 

IN THE CLAIMS: 

Claims 1-16 (canceled). 

Claim 1 7 (previously presented): A method for producing an anti-cancer effect in a 
warm-blooded animal in need of such treatment which comprises administering to said 
animal an effective amount of a quinazoline derivative of formula I: 




wherein: 

m is an integer from 1 to 2; 

R 1 represents hydrogen, hydroxy, halogeno, nitro, trifluoromethyl, cyano, Ci^alkyl, 
Ci^alkoxy, Ci^alkylthio, or -NR 5 R 6 (wherein R 5 and R 6 , which may be the same or 
different, each represents hydrogen or Ci^alkyl); 
R 2 represents hydrogen, hydroxy, halogeno, methoxy, amino or nitro; 
R 3 represents hydroxy, halogeno, Ci^alkyl, Ci^alkoxy, Ci^alkanoyloxy, trifluoromethyl, 

cyano, amino or nitro; 
X 1 represents -CH 2 -, -S-, -SO-, -S0 2 -, -NR 7 CO-, -CONR 8 -, -S0 2 NR 9 -, -NR ,0 SO 2 - or 
-NR n - (wherein R 7 , R 8 , R 9 , R 10 and R n each independently represents hydrogen, 
C|_3alkyl or Ci_3alkoxyC 2 .3alkyl); 
R 4 is selected from one of the following twelve groups: 
1) Ci- 5 alkylR 12 (wherein R 12 is a 5 or 6 membered saturated heterocyclic group with 
one or two heteroatoms, selected independently from O, S and N, which heterocyclic 
group is linked to Ci.salkyi through a carbon atom and which heterocyclic group 
may bear one or two substituents selected from oxo, hydroxy, halogeno, CMalkyl, 
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CMhydroxyalkyl, C^alkoxy, carbamoyl, CMalkylcarbamoyl, 
N,N-di(Ci-4alkyl)carbamoyl, C M alkanoyl and CMalkoxycarbonyl) or Ci.salkylR 13 
(wherein R 13 is a group selected from pyrrolidin-l-yl, imidazolidin-l-yl and 
thiomorpholino, which group may bear one or two substituents selected from oxo, 
hydroxy, halogeno, C^alkyl, C M hydroxyalkyl, d^alkoxy, carbamoyl, 
CMalkylcarbamoyl, N,N-di(C M alkyl)carbamoyl, CMalkanoyl and 
CMalkoxycarbonyl); 

2) C2-5alkenylR 14 (wherein R 14 is a 5 or 6 membered saturated heterocyclic group with 
one or two heteroatoms, selected independently from O, S and N, which heterocyclic 
group may bear one or two substituents selected from oxo, hydroxy, halogeno, 
Ci-4alkyl, C M hydroxyalkyl, Ci^alkoxy, carbamoyl, CMalkylcarbamoyl, 
N,N-di(CMalkyl)carbamoyl, CMalkanoyl and CMalkoxycarbonyl); 

3) C2-5alkynylR 15 (wherein R 1 5 is a 5 or 6 membered saturated heterocyclic group with 
one or two heteroatoms, selected independently from O, S and N, which heterocyclic 
group may bear one or two substituents selected from oxo, hydroxy, halogeno, 
CMalkyl, CMhydroxyalkyl, CMalkoxy, carbamoyl, CMalkylcarbamoyl, 
N,N-di(CMalkyl)carbamoyl, CMalkanoyl and CMalkoxycarbonyl);' 

4) Ci_5alkylX 2 Ct-5alkylX 3 R 16 (wherein X 2 and X 3 which may be the same or different 
are each -0-, -S-, -SO-, -S0 2 -, -NR l7 CO-, -CONR 18 -, -S0 2 NR 19 -, -NR 20 SO 2 - or 
-NR 21 - (wherein R 17 , R 18 , R 19 , R 20 and R 21 each independently represents hydrogen, 
Ci^alkyl or Ci-3alkoxyC2-3alkyl) and R 16 represents hydrogen or Cj^alkyl) with the 
proviso that X 1 cannot be -CH 2 - when R 4 is Ci. 5 alkylX 2 Ci. 5 alkylX 3 R 16 ; 

5) Ci.salky^COR 22 (wherein X 4 represents -O- or -NR 23 - (wherein R 23 represents 
hydrogen, d. 3 alkyl or Ci- 3 alkoxyC 2 .3alkyl) and R 22 represents -NR 24 R 25 or -OR 26 
(wherein R , R and R which may be the same or different each represents 
hydrogen, CMalkyl or Ci- 3 alkoxyC 2 -3alkyl)); 

6) C M alkylX 5 R 27 (wherein X 5 represents -0-, -S-, -SO-, -S0 2 -, -OCO-, -NR 28 CO-, 
-CONR 29 -, -S0 2 NR 30 -, -NR 3, S0 2 - or -NR 32 - (wherein R 28 , R 29 , R 30 , R 31 and R 32 each 
independently represents hydrogen, Ci. 3 alkyl or d- 3 alkoxyC 2 -3alkyl) or X 5 is 
carbonyl, and R 27 represents cyclopentyl, cyclohexyl or a 5 or 6 membered saturated 
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heterocyclic group with one or two heteroatoms, selected independently from O, S 
and N, which cyclopentyl, cyclohexyl or heterocyclic group may bear one or two 
substituents selected from oxo, hydroxy, halogeno, Ci^alkyl, CMhydroxyalkyl, 
Cualkoxy, carbamoyl, Ci-4alkylcarbamoyl, N,N-di(C M alkyl)carbamoyl, 
Ci^alkanoyl and CMalkoxycarbonyl or R 27 is C|. 3 alkyl with the proviso that when 
R 27 is Ci. 3 alkyl, X 5 is -S-, -SO-, -S0 2 -, -S0 2 NR 3 °- or -NR 31 S0 2 - and X 1 is not 
-CH 2 -); 

7) doalkpxyC^alkyl provided that X 1 is -S-, -SO- or -S0 2 -; 

8) Ci. 5 alkylX 6 Ci. 5 alkylR 33 (wherein X 6 represents -0-, -S-, -SO-, -S0 2 -, -NR 34 CO-, 
-CONR 35 -, -S0 2 NR 36 -, -NR 37 S0 2 - or -NR 38 - (wherein R 34 , R 35 , R 36 , R 37 and R 38 each 
independently represents hydrogen, doalkyl or Ci^alkoxyC^alkyl) and R 33 
represents cyclopentyl, cyclohexyl or a 5 or 6 membered saturated heterocyclic 
group with one or two heteroatoms, selected independently from O, S and N, which 
cyclopentyl, cyclohexyl or heterocyclic group may bear one or two substituents 
selected from oxo, hydroxy, halogeno, Ci^alkyl, CMhydroxyalkyl, Ci-4alkoxy, 
carbamoyl, CMalkylcarbamoyl, N,N-di(Cualkyl)carbamoyl, Ci^alkanoyl and 
CMalkoxycarbonyl); 

9) R 39 (wherein R 39 is a group selected from pyrrolidin-3-yl, piperidin-3-yl and 
piperidin-4-yl which group may bear one or two substituents selected from oxo, 
hydroxy, halogeno, Ci^alkyl, CMhydroxyalkyl, Ci^alkoxy, carbamoyl, 
Ci-4alkylcarbamoyl, N,N-di(CMalkyl)carbamoyl, CMalkanoyl and 

C Malkoxycarbonyl); 

10) Ci.salkylR 40 (wherein R 40 is piperazin-l-yl which bears at least one substituent 
selected from CMalkanoyl, Ci^alkoxycarbonyl, CMhydroxyalkyl and -CONR 4l R 42 
(wherein R 41 and R 42 each independently represents hydrogen or CMalkyl); 

1 1) Ci^alkylR 43 (wherein R 43 is morpholino which may bear one or two substituents 
selected from oxo, CMalkyl, CMhydroxyalkyl, carbamoyl, Ci^alkylcarbamoyl, 
N,N-di(CMalkyl)carbamoyl, CMalkanoyl and CMalkoxycarbonyl) with the proviso 
that when R 4 is d. 5 alkylR 43 , X 1 is -S-, -SO-, -S0 2 -, -S0 2 NR 9 - or -NR 10 SO 2 -; and 
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12) C|. 5 alkylR 44 (wherein R 44 is morpholino which bears at least one and optionally two 
substituents selected from oxo, CMalkyl, CMhydroxyalkyl, carbamoyl, 
C M alkylcarbamoyl, N,N-di(CMalkyl)carbamoyl, C^alkanoyl and 
C i ^alkoxycarbony 1) ; 
or a pharmaceutical^ acceptable salt thereof. 

Claim 18 (currently amended): A method for inhibiting the effects of VEGF in a 
warm-blooded animal in need of such treatment which comprises administering to said 
animal an effective inhibiting amount of a quinazoline derivative of formula I; 



m is an integer from 1 to 2: 

R 1 represents hydrogen, hydroxy, halogeno. nitro, trifluoromethvl cvano. Chalky!, 
Ci^alkoxy. C ui alkvlthio, or -NR 5 R 6 (wherein R 5 and R 6 , which may be the same or 
different, each represents hydrogen or C ^ alkyQ: 
R 2 represents hydrogen, hydroxy, halogeno. methoxv, amino or nitro: 
R 3 represents hydroxy, halogeno, C i^ alkyl, O u rtlkoxv, C ui alkanoyloxy, trifluoromethvL 

cyano, amino or nitro; 
X 1 represents -CH,-, -S-, -SO-, -SO?-. -NR 7 CO-, -CONR 8 -. -SCKNR 9 -. -NR 10 SO,- or 
-NR 1 (wherein R 7 , R 8 , R 9 , R 10 and R 1 1 each independently represents hydrogen. 
Ci^ alkyl or C uj alkoxyC^alkyl); 





wherein: 
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R 4 is selected from one of the following twelve groups: 
H Cj^ alkvlR 12 (wherein R 12 is a 5 or 6 membered saturated heterocyclic group with 
one or two heteroatoms, selected independently from O, S and N, which heterocyclic 
group is linked to C h alky! through a carbon atom and which heterocyclic group 
may bear one or two substituents selected from oxo, hydroxy, halopeno, C ua alkyl, 
CudhydroxyalkvK C i ^atkoxy, carbamoyl C j ^alkylcarbamoyl, 
KN-difC ud alkylkarbamoyL Cj^alkanoyl and C ua alkoxycarbonyQ or Cj^alkylR 13 
(wherein R 13 is a group selected from pvrrolidin-l-vl imidazolidin-l-yl and 
thiomorpholino, which group may bear one or two substituents selected from oxo, 
hydroxy, halogeno. Chalky!. C u^ hvdroxyalkyl C u^ alkoxy, carbamoyl 
Cu4 alkvlcarbamoyl N,N-di(C K4 alkyQcarbamoyl C u4 alkanoyl and 
Cu4alkoxycarbony0; 

2) C^alkenylR 14 (wherein R 14 is a 5 or 6 membered saturated heterocyclic group with 
one or two heteroatoms, selected independently from & S and N, which heterocyclic 
group may bear one or two substituents selected from oxo, hydroxy, halogeno, 
Cud alkyl C j^d hydroxyalkvl C r ^alkoxy, carbamoyl, C ua alkylcarbamoyl, 
N,N-di(C i ^alkylkarbamovl C i^ alkanoyl and C ua alkoxvcarbonvO: 

3) C? ^ alkynylR IS (wherein R 15 is a 5 or 6 membered saturated heterocyclic group with 
one or two heteroatoms, selected independently from O, S and N. which heterocyclic 
group may bear one or two substituents selected from oxo, hydroxy, halogeno, 
C j^alkyl, C ud hydroxyalkyl, C r ^alkoxy, carbamoyl C u ^alkylcarbamovl 
RN-dttCi^alkyDcarbamoyl, C i ^alkanoyl and C ug alkoxycarbonvl); 

4) C i^ alkylX 2 C u< alkvlX 3 R 16 (wherein X 2 and X 3 which may be th e same or different 
are each -Q-. -S-. -SO-. -SO,-. -NR l7 CO-. -CONR 18 -. -SOrNR 19 -. -NR 20 SO r or 
-NR 2 '- (wherein R 17 . R 18 . R 19 . R 20 and R 2 ' each independently represents hydrogen. 
Ci^ alkyl or C uj alkoxvC^alkyl) and R 16 represents hydrogen or Chalky!) with the 
proviso that X 1 cannot be -CH r when R 4 is C us alkylX 2 C L .<; alkvlX 3 R' 6 ; 

5) C uj alkvl^COR 22 (wherein X 4 represents -O- or -NR 23 - (wherein R 23 represents 
hydrogen. C h alky! or C i.i alkoxvC^alkvn and R 22 represents -NR 24 R 2S or -OR 26 
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(wherein R 24 , R 25 and R 26 which may be the same or different each represents 
hydrogen, C i^ alkvl or C ui alkoxyC^alkyl)); 

6) C us alkylX s R 27 (wherein X s represents -0-, -S-. -SO-, -SO?-, -OCO-, -NR 28 CO-, 
-CONR 29 -, -SQ 2 NR 30 -, -NR 3I SQ9- or -NR 32 - (wherein R 28 , R 29 , R 3Q , R 31 and R 32 each 
independently represents hydrogen. Chalky! or Cj^alkoxyC^alkvO orX 5 is 
carbonyl, and R 27 represents cyclopentyl, cyclohexyl or a 5 or 6 membered saturated 
heterocyclic group with one or two heteroatoms, selected independently from (X S 
and N, which cyclopentyl, cyclohexyl or heterocyclic group may bear one or two 
substituents selected from oxo. hydroxy, halogeno, C ua alkvl, C ua hydroxyalkyl, 
Ci^ alkoxy, carbamoyl, C j^ alkylcarbamoyl, N^N-difC^alkyDcarbamoyl, 
Cu4 alkanoyl and C u4 alkoxycarbonyl or R 27 is C uit alkyl with the proviso that when 
R 27 is C ui alkvl X 5 is -S-, -SO-, -SO?-, -SO^NR 30 ^ or -NR 31 S09- and X 1 is not 
-CH 2 -|; 

7) C ui alkoxvC^alkvl provided that X 1 is -S-, -SO- or -SO r ; 

8) C M alkylX 6 C M alkylR 33 (wherein X 6 represents -Q-, -S-, -SO-, -SQ 2 -, -NR 34 CO-, 
-CONR 35 -, -SQ 2 NR 36 -, -NR 37 SO r or -NR 38 - (wherein R 34 , R 3S , R 36 , R 37 and R 38 each 
independently represents hydrogen, C i^ alkyl or C u ^alkoxvCT^alkyl) and R 33 
represents cyclopentyl, cyclohexyl or a 5 or 6 membered saturated heterocyclic 
group with one or two heteroatoms, selected independently from O, S and N, which 
cyclopentyl, cyclohexyl or heterocyclic group may bear one or two substituents 
selected from oxo, hydroxy, halogeno, C^alkvl, C ug hydroxyalkyl, C ^ alkoxy, 
carbamoyl, C u^ alkylcarbamovl, N,N-di(C^alkyltearbamovU C^alkanovl and 
Cj ^alkoxycarbonvD: 

9) R 39 (wherein R 39 is a group selected from pyrrolidin-3-yl, piperidin-3-vl and 
pjperidin-4-yl which group may bear one or two substituents selected from oxo, 
hydroxy, halogeno, C i^ alkyl, C i ^hydroxyalkyl, C i ^alkoxy, carbamoyl, 
C i^alkylcarbamovl, N,N-di(C M alkyQcarbamoyl, C M alkanoyl and 
C i^alkoxycarbonyl): 
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10) Ci^ alkvlR 40 (wherein R 40 is pinerazin-l-vl which bears at least one substituent 

41 42 

selected from C i^ alkanovl, C i ^alkoxvcarbonvl G ^ hydroxy alkvl and -CONR R 
(wherein R 4! and R 42 each independently represents hydrogen or Cr^alkyQ; 

in CusalkvlR 43 (wherein R 43 is morpholino which may bear one or two substituents 
selected from oxo, C ^ alkvK C ua hvdroxyalkyl, carbamoyl, C^alkylcarbamoyl, 
RN-di^j^alkyncarbamoyl C j ^alkanovl and C j^ alkoxycarbonyQ with the proviso 
that when R 4 is C^alkvlR 43 . X 1 is -S-. -SO-. -SO?-, -SO,NR 9 - or -NR IO SO?-: and 

121 C us alkylR 44 (wherein R 44 is morpholino which bears at least one and optionally two 
substituents selected from oxo, C ua alkvL C ua hvdroxvalkvl, carbamoyl, 
C udalkvlcarbamovK N,N-di(C i .4 alkvncarbamovU C u4 alkanoyl and 
CKd alkoxvcarbonyQ; 
or a pharmaceutical^ acceptable salt thereof, or a pharmac e utically salt th e reof 

Claim 19 (previously presented): A method for inhibiting the effects of VEGF and 
EGF in a warm-blooded animal in need of such treatment which comprises administering to 
said animal an effective inhibiting amount of a quinazoline derivative of formula I as claimed 
in claim 18 or a pharmaceutically acceptable salt thereof. 

Claim 20 (currently amended): A method for inhibiting the growth of a solid tumour 
of the colon, breast, prostate, lung or skin in a warm-blooded animal in need of such 
treatment which comprises administering to said animal an effective inhibiting amount of a 
quinazoline derivative of formula I: 
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; 0) 

wherein: 

in is an integer from 1 to 2: 

R 1 represents hydrogen, hydroxy, halogeno, nitro, trifluoromethyl, cyano, C ui alkyi, 
Cu^alkoxy, C j ^alkylthio, or -NR 5 R 6 (wherein R 5 and R 6 , which may be the same or 
different, each represents hydrogen or C ^ alkyQ; 
R 2 represents hydrogen, hydroxy, halogeno, methoxy, amino or nitro; 
R 3 represents hydroxy, halogeno, C t ^alkyl, C u^ alkoxy, C^alkanoyloxy, trifluoromethyl, 

cyano, amino or nitro; 
X 1 represents -CH r< -SO-, -SO r , -NR 7 CCK -CONR 8 -. -SQ 2 NR 9 -. -NR 10 SO r or 
-NR 1 (wherein R 7 , R 8 , R 9 , R 1Q and R 11 each independently represents hydrogen, 
Cui alkyl or C u^ alkoxvC^alkyl); 
R 4 is selected from one of the following twelve groups: 
1) C j ^alkvlR 12 (wherein R 12 is a 5 or 6 membered saturated heterocyclic group with 
one or two heteroatoms, selected independently from O, S and N, which heterocyclic 
group is linked to C^alkyl through a carbon atom and which heterocyclic group 
may bear one or two substituents selected from oxo. hydroxy, halogeno, C^alkyl 
C^ hydroxyalkyl, C ^ alkoxy, carbamoyl. C h alky lcarbamoyl, 
N,N-di(C K4 alkyQcarbamovl, C r^ alkanoyl and C ua alkoxycarbonyl) or C us alkylR 13 
(wherein R 13 is a group selected from pyrrolidin-l-yl. imidazolidin-l-yl and 
thiomorpholino, which group may bear one or two substituents selected from oxo. 
hydroxy, halogeno, C ^ alkyl C^hydroxyalkvl C i^ alkoxy, carbamoyl. 
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Ci^ alkvlcarbamovl, KN-difC i^ alkyHcarbamoyl, G^alkanovl and 
Ci^ alkoxvcarbonvl); 

2^ C^alkenvlR 14 (wherein R 14 is a 5 or 6 membered saturated heterocyclic group with 
one or two heteroatoms, selected independently from (X S and N, which heterocyclic 
group may bear one or two substituents selected from oxo, hydroxy, halogeno, 
Cu^alkyl, C ua hvdroxyalkyl, C u4 alkoxy, carbamoyl, C i ^alkylcarbamoyl, 
N,N-di(C i^ alkvOcarbamoyl, C M alkanoyl and C^alkoxvcarbonvD: 

3) C^ alkvnylR 15 (wherein R 1 5 is a 5 or 6 membered saturated heterocyclic group with 
one or two heteroatoms, selected independently from (X S and N, which heterocyclic 
group may bear one or two substituents selected from oxo, hydroxy, halogeno, 
Cua alkvl, Ci^hvdroxyalkyl, C u^ alkoxv, carbamoyl, C i^ alkvlcarbamovl, 
N,N-di(C i^ alkvOcarbamoyl, C u4 alkanoyl and C u^ alkoxycarbonyl); 

4) Ci^ alkvlX 2 C us alkylX 3 R 16 (wherein X 2 and X 3 which may be the same or different 
are each -Q-, -S-, -SO-, -SO?-. -NR l7 CO-, -CONR 18 -, -SO z NR 19 -, -NR 20 SO r or 
-NR 21 - (wherein R 17 , R 18 , R 19 , R 20 and R 21 each independently represents hydrogen, 
Cj-^ alkyl or C ui alkoxyC^^alkyl) and R 16 represents hydrogen or C u^ alkvl) with the 
proviso that X 1 cannot be -CH?- when R 4 is C i.s alkylX 2 Ci^alkylX 3 R 16 ; 

5) CKs alkylX 4 COR 22 (wherein X 4 represents -O- or -NR 23 - (wherein R 23 represents 
hydrogen. C^alkyl or C ui alkoxyC^alkyn and R 22 represents -NR 24 R 25 or -OR 26 
(wherein R 24 , R 25 and R 26 which may be the same or different each represents 
hydrogen, Cj^alkyl or C i ^alkoxyCr^alkyD); 

6) C u5 alkylX s R 27 (wherein X s represents -0-. -S-, -SO-, -SQ 2 -. -OCO-, -NR 28 CO-, 
-CONR 29 -, -SO7NR 30 -, -NR 31 SO?- or -NR 32 - (wherein R 28 , R 29 . R 30 , R 31 and R 32 each 
independently represents hydrogen, C u^ alkyl or C ui alkoxyC^alkyD orX 5 is 
carbonyl, and R 27 represents cyclopentyl, cvclohexvl or a 5 or 6 membered saturated 
heterocyclic group with one or two heteroatoms, selected independently from O, S 
and N, which cyclopentyl, cyclohexyl or heterocyclic group may bear one or two 
substituents selected from oxo, hydroxy, halogeno, C^alkyl, C u Jivdroxvalkvl, 
C^ alkoxy, carbamoyl, C u ^alkylcarbamovl, KN-drtC^alkyQcarbamoyl, 
C^ alkanoyl and Cj ^ alkoxycarbonyl or R 27 is C i^ alkyl with the proviso that when 
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R 27 is C^ alkvl. X 5 is -S-. -SO-. -SO.-. -SO,NR 30 - or -NR 31 SO,- and X 1 is not 
-CHr); 

VU^alkoxvC^ alkvl provided that X 1 is -S-. -SO- or -SO?-; 

8) C M alkvlX 6 C M alkvlR 33 fwherein X 6 represents -Q-. -S-. -SO-, -SO r . -NR 34 CO-. 
-CONR 35 -, -SO?NR 36 -. -NR 37 SO?- or -NR 38 - (wherein R 34 , R 35 , R 36 , R 37 and R 38 each 
independently represents hydrogen. C h alky! or O ^ alkoxyC^alkyl) and R 33 
represents cvclopentyl, cvclohexyl or a 5 or 6 membered saturated heterocyclic 
group with one or two heteroatoms. selected independently from O, S and N, which 
cvclopentyl, cyclohexyl or heterocyclic group may bear one or two substituents 
selected from oxo, hydroxy, halogeno, C r ^alkvL C ua hvdroxvalkvl, C ^ alkoxy, 
carbamoyl, C ua alkylcarbamoyl, N,N-di(C u4 alkyl)carbamoyl, C u4 alkanoyl and 

C u^ alkoxycarbonyQ ; 

9) R 39 fwherein R 39 is a group selected from pyrrolidin-3-yl, piperidin-3-yl and 
piperidin-4-yl which group may bear one or two substituents selected from oxo, 
hydroxy, halogeno, C ud alkyl, C u ^hydroxvalkyL C u4 alkoxy, carbamoyl 
C NaalkylcarbamoyI, N,N-difC^alkvl)carbamoyl, O ^ alkanovl and 
C u^alkoxvcarbonyl); 

10) C us alkvlR 40 fwherein R 40 is piperazin-l-yl which bears at least one substituent 

-I 

selected from C ud alkanoyl. C u4 alkoxycarbonyl, Cjjiydroxyalkyl and -CONR 41 R 42 
fwherein R 41 and R 42 each independently represents hydrogen or C ua alkyl); 

11) C us alkylR 43 fwherein R 43 is morpholino which may bear one or two substituents 
selected from oxo, C^alkyU O t^ hydroxyalkvl, carbamoyl, Cj -a alkylcarbamovl, 
KN-difCi^alkvOcarbamovl, C u4 alkanoyl and C i ^alkoxycarbonyl) with the proviso 
that when R 4 is C us alkvlR 43 . X 1 is -S-, -SO-. -SO?-. -SO?NR 9 - or -NR IO SO?-; and 

12) C us alkylR 44 fwherein R 44 is morpholino which bears at least one and optionally two 
substituents selected from oxo, C u dalkyl, Cj^hydroxyalkyl, carbamoyl, 
Cu4 alkylcarbamovl, N.N-difC ^ alkyQcarbamoyh C ua alkanoyl and 
C uaalkoxycarbonyl); 

or a pharmaceutical^ acceptable salt thereof, or a pharmaceutical^ acceptable salt th e r e of. 1 
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Claim 21 (previously presented): The method according to claim 20 wherein the 
tumour is of the colon. 

Claim 22 (previously presented): The method according to claim 20 wherein the 
tumour is of the lung. 
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REMARKS 

Claims 18 and 20 have been amended by physically inserting therein the structure of 
formula I and the associated definitions taken from claim 17. On final review of these claims 
prior to paying the issue fee, it was noted that independent method claims 17, 18 an 20 all 
referred to "the quinazoline derivative of formula I," but the structure and definitions of 
formula I were recited only in claim 17. Therefore, for completeness of the claims, the 
structure of formula I and the associated definitions have been exactly copied from claim 17, 
and inserted in each of claims 18 and 20. 

This amendment does not, and is not intended to, change the scope or substance of 
claims 18 and 20 in any respect and is being made for purposes of clarification and 
completeness. It is believed that the review and entry of this amendment does not require any 
significant effort on the part of the Examiner. Accordingly, it is appropriate to make this 
amendment after allowance, and entry of the same is respectfully requested. 

EXCEPT for issue fees payable under 37 C.F.R. § 1.18, the Director is hereby 
authorized by this paper to charge any additional fees during the entire pendency of this 
application including fees due under 37 C.F.R. §§1.16 and 1.17 which may be required, 
including any required extension of time fees, or credit any overpayment to Deposit 
Account 50-0310. This paragraph is intended to be a CONSTRUCTIVE PETITION FOR 
EXTENSION OF TIME in accordance with 37 C.F.R. § 1.136(a)(3). 
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Date: December 17, 2004 

Morgan Lewis & Bockius LLP 

Customer No. 09629 

1111 Pennsylvania Avenue, N.W. 

Washington, D.C. 20004 

Tel. No.: 202-739-3000 

DJB:mk 



By: 



Respect; 
Morgan 




Donal<rJ? Bir^>^>" 
Registratji^fNo. 25,323 
Tel. No: (202) 739-5320 
Fax No.: (202)739-3001 
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